solid (68 mg, yield 76%, mp 68-70 °C). 1 This compound was prepared from 10b (0.10 g, 0.48 mmol), CDI (0.078 g, 0.48 mmol), (1-butyl-4- piperidinyl)methanol (0.124 g, 0.72 mmol), and DBU (0.11 mL, 0.72 mmol) to obtain 7i as a brown oil (0.113 g, yield 65%). 1 This compound was prepared from 10c (50 mg, 0.23 mmol), CDI (37 mg, 0.23 mmol), (1-butyl-4piperidinyl)methanol (60 mg, 0.35 mmol), and DBU (52 L, 0.35 mmol) to obtain 7j as a yellow oil (64 mg, yield 76%). 1 
(1-Butylpiperidin-4-yl)methyl quinoline-4-carboxylate (7k).
This compound was prepared from 10d (0.20 g, 1.15 mmol), CDI (0.19 g, 1.15 mmol), (1-butyl-4piperidinyl)methanol (0.30 g, 1.73 mmol), and DBU (0.26 mL, 1.73 mmol) to obtain 7k as a yellow oil (0.25 g, yield 67%). 1 
N-[(1-Butylpiperidin-4-yl)methyl]-2-methoxyquinoline-4-carboxamide (7g) (Method B).
A mixture of acid 10a (0.25 g, 1.2 mmol), BOP 1 (0.54 g, 1.3 mmol), TEA (0.50 mL, 3.7 mmol) and
(1-butyl-4-piperidinyl)methanamine (0.31 g, 1.84 mmol) in dry DMF (10 mL) was stirred at room temperature for 2 h. The solvent was evaporated under reduced pressure and the residue was diluted with CH 2 Cl 2 and washed with water. The organic layer was dried over sodium sulfate and concentrated under reduced pressure. Purification of the residue by flash chromatography with ethyl acetatetriethylamine (9:1) gave amide 7g as a white solid (0.24 g, yield 55%). An analytical sample was obtained by recrystallization from ethyl acetate by slow evaporation (mp 142-143 °C). 1 
2-Methoxy-N-[2-(piperidin-1-yl)ethyl]quinoline-4-carboxamide (7c) (Method C).
A mixture of acid 10a (0.14 g, 0.69 mmol), EDC hydrochloride (0.27 g, 1.38 mmol), and DMAP (4.2 mg, 0.034 mmol) in dry CH 2 Cl 2 (15 mL) was stirred at room temperature for 15 min. 1-(2aminoethyl)piperidine (0.15 mL, 1.05 mmol) was then added and the reaction mixture was stirred at 4 room temperature overnight. The solvent was evaporated under reduced pressure and the residue was purified by flash chromatography with ethyl acetate-triethylamine (9:1) as the eluent to afford amide 7c as a white solid (0.050 g, yield 23%). An analytical sample was obtained by recrystallization from nhexane-diethyl ether by slow evaporation (mp 121-122 °C). 1 
2-Bromoethyl 2-methoxyquinoline-4-carboxylate (11).
A mixture of acid 10a (0.50 g, 2.46 mmol) in dry THF (15 mL) containing 1,2-dibromoethane (2.1 mL, 24.6 mmol) was heated under reflux for 10 min, and DBU (0.36 mL, 2.46 mmol) was then added dropwise. The reaction mixture was refluxed for 5 h and then concentrated under reduced pressure. The residue was partitioned between dichloromethane and water. The organic layer was dried over sodium sulfate and evaporated under reduced pressure. Purification of the residue by flash chromatography with dichloromethane as the eluent gave pure compound 11 (0.48 g, yield 63%) as a pale yellow oil. 1 
General procedure for the synthesis of compounds 7d-f.
A mixture of bromide 11 in dry CH 3 CN containing DIPEA and the suitable piperidine derivative was heated under reflux for the appropriate time (the reaction was monitored by TLC). The reaction mixture was concentrated under reduced pressure; the residue was diluted with CH 2 Cl 2 and washed with brine.
The organic layer was dried over sodium sulfate and concentrated under reduced pressure. Purification of the residue by flash chromatography with the appropriate eluent gave the corresponding ester compounds 7d-f.
2-(Piperidin-1-yl)ethyl 2-methoxyquinoline-4-carboxylate (7d).
This compound was prepared from bromide 11 (0.15 g, 0.48 mmol), DIPEA (0.14 mL, 0.82 mmol), and piperidine (71 L, 0.72 mmol, reaction time 5 h) and purified by flash chromatography with ethyl acetate as the eluent to give ester 7d as a yellow oil which crystallized on standing (85 mg, yield 56%). 1 
2-[4-(Hydroxymethyl)piperidin-1-yl]ethyl 2-methoxyquinoline-4-carboxylate (7e).
This compound was prepared from bromide 11 (0.15 g, 0.48 mmol), DIPEA (0.14 mL, 0.82 mmol) and piperidin-4-yl-methanol (83 mg, 0.72 mmol, reaction time 6 h) and purified by flash chromatography with ethyl acetate-triethylamine (8:2) as the eluent to give ester 7e as a white solid (0.13 g, yield 79%). An analytical sample was obtained by recrystallization from n-hexane-diethyl ether by slow evaporation (mp 98-99 °C). 1 
4-Chloro-N-[3-(piperidin-1-yl)propyl]quinoline-2-carboxamide (9a).
This compound was prepared from 12 2 (0.10 g, 0.48 mmol) and 1-(3-aminopropyl)piperidine (0.16 mL, 1.0 mmol) and purified by flash chromatography with ethyl acetate-triethylamine (9:1) as the eluent to obtain 9a as a white solid (0.13 g, yield 82%). An analytical sample was obtained by recrystallization from n-hexane-diethyl ether by slow evaporation (colorless prisms, mp 68-69 °C). 1 
4-Chloro-N-[2-(piperidin-1-yl)ethyl]quinoline-2-carboxamide (9b).
This compound was prepared from 12 2 (0.10 g, 0.48 mmol) and 1-(2-aminoethyl)piperidine (0.15 mL, 1.05 mmol) and purified by flash chromatography with ethyl acetate-triethylamine (9:1) as the eluent to obtain 9b as a yellow glassy solid (0.067 g, yield 44%). 1 
N-[(1-Butylpiperidin-4-yl)methyl]-4-chloroquinoline-2-carboxamide (9c).
This compound was prepared from 12 2 (0.20 g, 0.96 mmol) and (1-butyl-4-piperidinyl)methanamine (0.31 g, 1.84 mmol) and purified by flash chromatography with ethyl acetate-triethylamine (9:1) as the eluent to obtain 9c as a white solid (0.29 g, yield 84%, mp 84-85 °C). 1 
tert-Butyl 4-[(4-chloroquinoline-2-carboxamido)methyl]piperidine-1-carboxylate (13).
This compound was prepared from 12 2 (0.58 g, 2.8 mmol) and 1-Boc-4-(aminomethyl)piperidine (1.2 g, 5.6 mmol) and purified by flash chromatography with ethyl acetate as the eluent to obtain 13 as a pale yellow oil (0.80 g, yield 71%). 1 
tert-Butyl 4-[(4-methoxyquinoline-2-carboxamido)methyl]piperidine-1-carboxylate (14).
To a mixture of compound 13 (0.50 g, 1.24 mmol) in dry methanol (10 mL), NaH (0.11 g, 4.6 mmol) was cautiously added and the resulting mixture was refluxed for 24 h. The reaction mixture was then concentrated under reduced pressure and the residue was diluted with dichloromethane and washed with water. The organic layer was dried over sodium sulfate and evaporated under reduced pressure. 
4-Methoxy-N-(piperidin-4-ylmethyl)quinoline-2-carboxamide (15).
A mixture of compound 14 (0.13 g, 0.325 mmol) in ethanol (8.0 mL) containing concentrated HCl (0.25 mL) was stirred at room temperature under inert atmosphere for 3 h. The reaction mixture was then concentrated under reduced pressure to obtain pure compound 15 hydrochloride as a yellow glassy solid (0.10 g, yield 92%), which was used in the subsequent step without any further purification. 1 
N-[(1-Butylpiperidin-4-yl)methyl]-4-methoxyquinoline-2-carboxamide (9d).
A mixture of 15 hydrochloride (0.10 g, 0.30 mmol) and Na 2 CO 3 (0.10 g, 0.94 mmol) in ethanol (10 mL) was stirred at room temperature for 30 min. Then n-butyl iodide (0.034mL, 0.30 mmol) was added 9 dropwise and the reaction mixture was heated under reflux in an inert atmosphere for 4 h. The solvent was evaporated under reduce pressure and the residue was diluted with dichloromethane and washed with water. The organic layer was dried over sodium sulfate and evaporated under reduced pressure.
Purification of the residue by flash chromatography with ethyl acetate-triethylamine (9:1) as the eluent gave compound 9d as a white solid (0.054 g, yield 51%, mp 82-85 °C). 1 
N-[(1-Butylpiperidin-4-yl)methyl]-8-hydroxyquinoline-2-carboxamide (9e).
A mixture of acid 16 (Sigma-Aldrich, 0.20 g, 1.06 mmol) in dry DMF (5.0 mL) containing BOP (0.47 g, 1.06 mmol), (1-butylpiperidin-4-yl)methanamine (0.25 g, 1.5 mmol) and TEA (0.44 mL, 3.2 mmol) was stirred at room temperature under an inert atmosphere for 3 h. The reaction mixture was then concentrated under reduced pressure and the residue was diluted with dichloromethane and washed with water. The organic layer was dried over sodium sulfate and evaporated under reduced pressure to give 9e as a white solid (0.32 g, yield 88%). An analytical sample was obtained by recrystallization from nhexane-diethyl ether by slow evaporation (colorless prisms, mp 68-69 °C). 1 X-Ray crystallography. Single crystal of compounds 9a and 9e were submitted to X-ray data collection on an Oxford-Diffraction Xcalibur Sapphire 3 diffractometer with a graphite monochromated Mo-Kα radiation (λ = 0.71073 Å) at 293 K. The structure was solved by direct methods implemented in SHELXS-97 program. 3 The refinement was carried out by full-matrix anisotropic least-squares on F 2 for all reflections for non-H atoms by means of the SHELXL-97 program. 4 
